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1 

WHAT IS CLAIMED IS: 

A compound of Formula (1.0.0): 

o 




PC11896A 
US Serial N .10/066,503 



1^ 



-j 

-k 
-m 
-n 



— wherein — 
is 0 or 1; provided that when j is 0, n must be 2: 

is 0 or 1 

i$1,2p or 3; 

Is 1 or 2; 



(1.0.0) 



-W^ and are independently — O— ; — S(=0)r- , where t is 0. 1, or 2; or -N(RV 

where has the same meaning as defined below; 

-Y is =<;(R^a)-"i where R\ has the same meaning as defined below; or -[Ncs>(0)k}— 

where k ISO or 1; 

— where — 

-R^a is a member selected from the group consisting of -H; -F; -CI; --CN; -NO^; - 

(CrC4) alkyi; -(C2-C4) alkynyl; fluorinated-(C, -Cj) alkyi; fIuorinated-{Ci -C3) alkoxy; -OR^®; and 
-C(=0)NR%R%; 

— where — 

—R^^aand R^b are each independently -H; -^CHj; -CH2CH3; -CH2CH2CH3; -CH2(CH3)2; 
-CH2CH2CH2CH3; -CH{CH3)CH2CH3; ^HjCHCCHsfe -C(CH3)3; cyclopropyl; cyclobutyl; or 
cydopentyl; 

and are each a member Independently selected from the group consisting of 

-H; -F; -CF3; -(CrC4) alkyi; -(Ca-C/) cycloaikyl; phenyl; and benzyl; wherein said cycloalkyi, 
phenyl, and benzyl moieties are each independently substituted with 0 to 3 substituents R^°; 

— where — 
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-R^° is a member selected from the group consisting of phenyl; pyridyl; -F; -CI; -CFj; 

0X0 (=0); -OR'^; -NO^; -CN; -C(=0)OR^^ -0-C(=0)R''; -C(=0)NR'^R'': -0-C(=0)NR'^R''; - 
NR'^R^'; -NR''^C{=0)R'^ -NR'^C(=0)0R^^; -NR^*S(=0)2R'^ and -S(=0)2NR^^R^^; where said 
phenyl or pyridyl Is substituted by 0 to 3 R^*^; 

— where — 

— R''^ Is -F; -Ci; -CF3; -CN; -NO2: -OH; -^Ci-Ca) alkoxy; -(Ci-Ca) alkyl; or -NR'^R'^ 

— and — 

— R^^ and R^^ are each a member independently selected from the group consisting of 
-H; -(C1-C4) alkyl; -(C2-C4) alkenyl; -(C^-C^) cycloalkyi; phenyl; benzyl; and pyridyl; wherein 
said alkyl, alkenyl, cycloalkyi, phenyl, benzyl, or pyridyl is substituted by 0 to 3 substituents 
selected from the group consisting of -F, -CI, -CFj, -CN, and -(C1-C3) alkyl; 

— or— 

-R^ and R^ are taken together, but only in the case where m is 1, to fomn a spiro 

moiety of Formula (1 .2.0): 




.(H,C) ;CH,), 

(1^.0) 

where — 

-r and s are independently 0 to 4 provided that the sum of r + s is at least 1 but 

not greater than 5; 

— and — 

-X^ is selected from -CHj-, -CH(R^V. or C(R^^)2-, where each R^^ is selected 

independently of the other and each has the same meaning as defined above; -NR^^-, where 
R^* has the same meaning as defined below; -0-; and -S{=0)t-. where t is 0, 1 , or 2; 

— and — 

said spiro moiety of partial Fonnula (1.2.0) is substituted as to any one or more carbon atoms 
thereof, other than that defining by 0 to 3 substituents R^^ where R^'* has the same 
meaning as defined below; as to a nitrogen atom thereof by 0 or 1 substituent R^®, where R^* 
has the same meaning as defined below; and as to a sulfur atom thereof by 0 or 2 oxygen 
atoms; 
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-R° and R" have the same meaning as defined above fbr R'^ and R^ except that one 

of them must be -H. and they are selected independentiy of each other and of R* and R^ 

-R^ and R* may individualiy or together appear on any ring or rings comprising a 

meaning of the moiety f as defined beiow; and R' and are each a member independently 
selected from the group consisting of -H; -F; -CI; -CN; -NOj; -(C1-C4) alkyi; -(CrCJ aikynyl; 
fluorinated-{C, -C3) alkyi; -Or'«; and -qOjNR where r". R^^, and R^^ have the same 
meanings as defined above; 

-R^ is -H; -(C1-C3) alkyi; phenyl; benzyl; or -OR", where R'* has the same meaning 

as defined above; 

-R^. R* and R* may individually or together appear on any ring or rings comprising a 
meaning of the moiety;' as defined below; and R^ and R« are each a member independently 
selected from the group consisting of 

—the following: — 

•(a) -H; -F; -Ci; .(CrC*) aikynyl; -R^»; -0R«; -S{=0)pR"; -C{-0)R^«; -C(«0)0R"; 

-OC(=0)R^^ ^N; -NOi -C(=0}I^R'*R"; -0C(=0)NR«R"; -NR« C(=0)NR"r"- 
-NR^,C(-NR^»)NR-R-; -NR^ C(=NCN)NR^«R"; -NR«,C(=N-N02)NR«R"i 

-C(=NR=«,)NR«R"; -CH,C(=NR22,)NR«R''; -OC(=NR^a)NR"R'^: -OC(=N-NO.)NR"r"' 
-NR^«R": .CH,NR"R"; .NR^.C(=0)R"; ,NR",C(=0)OR^«i =NOR^^ -NR«.S{=0) R" 
■S(=0)pNR"R": and -CH2C(=NR'^,)NR"r"; " 

—Where — 

~^ '® • 2; and R^^a, r", and R'' have the same meanings as defined above; 

■(b) -(Ci-Ci) alkyi; and -^C,-C*) atkoxy in the case where one or more of R*, r', or 

has the meaning of -OR^' under (a) above and is defined as -(C,^.) alkyi; whirein said 
alky! and alkoxy are each independently substituted with 0 to 3 substituents -F or -CI; or 0 or 1 
substituent (C-C) alkoxycarbonyl- (C^j) alkylcarbonyl-; or (C,-C,) alkylcarbonyloxy-; 

— and — 

■(0) an aryi or heterocyctyl moiety selected from the group consisting of phenyl; 

benzyl; furanyl; tetrahydrofuranyl; oxetanyl; thienyl; tetrahydrothienyl; pyrrolyl; pyrrolidinyli 
oxawlyl; oxazolidinyl: isoxazoiyi; isoxazolWinyi; thiazolyl; thiazolidinyl; isothiazolyl" 
.sothHzoiidiny!; pyrazoiyi; pyrazoiWinyl: oxadiazDiyI; thiadiazolyl; imidazolyi; imidazolidinyi- 
PyrKiinyl; pyrazinyl; pyrimkJinyl; pyrldazinyl; piperidinyl; piperaanyl; triazolyl; triaanyl; telrazoJyI- 
pyranyl; azetidinyl; morpholinyl, parathiaanyl; indolyl; indollnyl; ben»(ft]furaiyl; 23^ 
dihydrobenzofuranyl: 2.H.chromenyl; chromenyl; b^nzethienyl; l-Wndarolylj benzlmldazolyf 



Med lroiii<860U1$221>atW3:S0:22PM [Eastern DaylpTine^ 



MftY 05 2003 3:32 PM FR PFIZER PATENT-LEGRL 441 5221 TO 9170374653234941 P . 63 

4 PC11896A 
US Serial No. 10/066,503 

benzoxazolyl; benzisoxazolyl: benzthiazolyl; quinolinyl; isoquinolinyl; phthaiazinyl; quinazolinyl; 
quinoxalinyl; and purinyl; wherein said aryl and heterocyclyl moieties are each independently 
substituted with 0 to 2 substituents R^"^ 

—where — 

-R^^ is a member selected from the group consisting of -(C1-C4) alkyi; 

-(C3-C7) cycloalkyi; phenyl; benzyl; pyridyl; and quinolinyl; where said alkyi, cycloalkyl. phenyl, 
benzyl, pyrldyl. or quinolinyl Is substituted by 0, 1, or 2 substituents -F, -CI, -CH3. -0R^^ -NO2, 
-<:n. or -NR^^R'^ and said R^* group further consists of -F; -CI; -CF3; 0x0 (=0); -OR^*; -NOj; 
-CN; -C(=0)Or'^; -0-C(=0)R^*; .C(=0)NR^**R^^ -0-C(=0)NR^«R^^; -NR^'r"; -NR'*C(=0)R''; 
-NR^*C(=0)OR^': -NR^^S(=0)2R^^; or .S(=0)2NR^^R^^; where R^* and R^' have the same 
meanings as defined above; 

— and further where — 

— R^® is a member independently selected from the group consisting of -H; -NR^*R^'; - 

C(=0)R^^ -0R^«; -(Ci-C4)alkyl-OR^^ -C(=0)OR^«; -(C1-C2) alkyl-C(=0)OR^«; - 
C(=0)NR^'r^^' -(CrC4)alky(; ^CrC4) alkenyl; -(CHsMCa-Cr) Cycloalkyl where u Is 0, 1 or 
2; phenyl; benzyl; pyridyl; and quinolinyl; wherein said alkyi. alkenyl, alkoxy. cycloalkyl, phenyl, 
benzyl, pyridyl or quinolinyl is substituted with 0 to 3 substituents R^^; where R^*^ and R'^ have 
the same meanings as defined above; and 

— where — 

*^R^^ is a member independently selected from the group consisting of -F; -CI; 

-CO^R^'; -OR^*^; -CN; -C(=0)NR^«R^^; -NR^^R^^ -NR^'^CfrOjR^^ -NR'^C(^0)0R^^- 
-NR''S(=0)pR''; -S{=0),NR^«R^«, where p is 1 or 2; -(d-C^ alkyi; and -(C-C^) alkoxy in the 
case where R^* has the meaning of -OR^^ above and R^® is defined as -(CrC4) alkyi; 
wherein said alkyi and alkoxy are each Independently substituted with 0 to 3 substituents 
independently selected from -F; ^Cl; -(C,-C2) alkoxycarbonyl; -(C1-C2) alkylcarbonyl; and - 
(C1-C2) alkylcarbonyloxy; where R^* has the same meaning as defined above; and 

— where — 

R''*andR^® are independently selected from the group consisting of -H; 
-{C1-C4) alkyi; and phenyl; where said alkyi or phenyl is substituted by 0-3 of -F; or -CI; 
— or in the case where j* is phenyl — 

are taken together to form a moiety which is a member selected from 
the group consisting of partial Formulas (1,3.1) through (1.3.15): 
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IV, f:^. 

L i» ^ I20 R» 



(13.1) (1.3.2) (1.3.3) (1.3.4) (13.5) 

4r .^p 

(1.3.6) (1.3.7) (1.3.8) (1.3.9) (1.3,10) 

^ ^ ^ ^^^O <^N-«'' ^f^(O) 



,N"0 ^24.^"^ R^-^ V R^' O (0) 

(1.3.11) (1.3.12) (1.3.13) (1.3.14) (1.3.15) 

—wherein — 

-R^ and R^^ are each a member Independently selected from the group consisting of 

-H; -F; -CI; -CH3; -CH2F; -CHF2; -CFg; -OCHa; and -OCF3; 

"R^^ and R^"^ are each independently -H; -CHs; -OCHs; -CHzCHa; -OCH2CH3; 
.CH2CH2CH3: -CH2(CH3)2; -CH2CH2CH2CH3; -CH(CH3)CH2CHg; -CH2CH(CH3)2: '-C(CH3)3; or 
absent^ in which cese the dashed line represents a double bond; 

.J" is a moiety comprising a saturated or unsaturated carbon ring system that is a 3- 

to 7-membered monocyclic, or that is a 7- to 12-membered, fused polycyclic: provided that Jl* is 
not a discontinuous or restricted biaryl moiety as defined under f below; and wherein optionally 
one carbon atom of said carbon ring system may be replaced by a heteroatom selected from N, 
0, and S; where optionally a second carbon atom thereof, and further optionally a third carbon 
atom thereof may be replaced by N; 

—wherein — 

said moiety defining;' Is substituted on any ring or rings thereof by R\ and R^ which have 
the same meaning as defined above; 

-J* is a moiety comprising a saturated or unsaturated carbon ring system that is a 3- 

to 7-membered monocyclic, or that is a 7- to 12-membered. fijsed polycyclic; provided that Jl* Is 
not a discontinuous or restricted biaryl moiety; and vy^erein optionally one carbon atom of said 
cartwn ring system may be replaced by a heteroatom selected from N. O, and S; where 
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optionally ^ second carbon atom thereof, and further optionally a third carbon atom th re f may 
be replaced by N; 

— wherein — 

said moiety defining;' Is substituted on any ring or rings thereof by and R^ which have the 
same meaning as defined above; 

-D is a member independently selected from the group consisting of 

— the following — 

-(a) the group consisting of partial Formulas (1.1.1) through (1.1.9): 



0 0 0 



* 0 Ig I 



(1.1.1) (1.1.2) (1.1.3) (1.1.4) 

•V'SV A,, X X./ A,. 

I R OH / ^ * R 

(1.1.5) (1.1.6) (1.1.7) (1.1.8) (1.1.9) 
— wherein — 



indicates the point of attachment of each partial Fomriula (1.1.1) through (1.1.9) 
to the remaining portion of Formula (1 .0.0); 

-q is 1 , 2, or 3. provided that where d is 2 or 3, R* has the meaning of «H In at least 

one instence, or two instances, respectively; 

-V Oorl; 

-W^ is : — N(R*)— . where R^ has the same meaning as defined below; or — 

0C(=0>-; 

-R^ is a member independently selected from the group consisting of 

— the following: — 

'(1) -H; 
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"(2) -^Ci-Ce) alkyl; -(Cz-C©) alkenyl; or -(Cz-Cq) alkynyl; where said alkyl, alkenyl or 

alkynyl is substituted by 0 to 3 substituents R^^ where has the same meaning as defined 
above; 

"(3) -(CH2)u-{C3-C7) cycloalkyl where u is 0, 1 or 2; and further where said 

(C3-C7) cycloalkyl is substituted by 0 to 3 substituents R^^ where R^*' has the same meaning as 
defined above; 

— and — 

"(4) phenyl or benzyl, where said phenyl or benzyl Is independently substituted by 0 

to 3 substituents R^^ where R^^ has the same meaning as defined above; 

-R* is a member independently selected from the group consisting of 

— the following: — 

-(1) phenyl; tetrazol-5-yl; l,2,4-triazDl-3-yl; 1,2,4-triazoW-on-5-yl; 1,2,3-tria20l-5-yl; 

lmidazol-2-yl; imidazol-4-yl; imida2olidin-2-on-4-yl; 1,3,4-oxadlazolyl; 1,3,4-oxadia20l-2-on-5-yl; 

1.2.4- oxadfazol-3-yI; 1 .2,4-oxadia20l-5-on-3-yl; 1.2,4-oxadia20l-5-yl; 1,2,4-oxadiazol-3-on-5-yl; 

1.2.5- thiadia20lyl; 1 ,3,4-thi3diazolyl; morpholinyl; parathiazinyl; oxazolyl: isoxazolyl; thiazoiyl: 
isothiazolyl; pyrrolyl; pyrazolyl; succinimidyl; glutarimidyl: pyrrolidonyl; 2-piperidonyl; 2- 
pyridonyl; 4-pyridonyl; pyrIdazln-3-onyl; pyridyl; pyrimidlnyl; pyrazinyl; pyridazinyl; 

— and — 

"(2) indolyl; indolinyl; isoindolinyl; benzo[/)]furanyl; 2.3-dihydrobenzofuranyl; 1,3- 

dihydroisobenzofurarlyl; 2H-1-benzopyranyl; 2-H-chromenyi; chromanyl; benzothlenyl; iH- 
indazolyl; benzimidazolyl; benzoxazolyl; benzisoxazolyl; benzothiazolyl; benzotrlazolyl; 
benzotriazinyl; phthalazinyl; 1,8-naphthyridinyl; quinolinyl; isoquinolinyl; quinazolinyl; 
quinoxalinyl; pyrazolo[3,4-c(lpyrimidinyi; pyrlmidQ[4,5-d]pyrimidinyl; lmidazo[1,2-a]pyrldinyl; 
pyridopyrldlnyl; pterldlnyl; and IH-purinyl; 

— where — 

any moiety recited in (1) or (2) above is optionally substituted with respect to (i) any one or 
more carbon atoms thereof optionally by a substituent R^^ where R^'* has the same meaning as 
defined above; (ii) any one or more nitrogen atoms thereof that is not a point of attachment of 
said moiety, optionally by a substituent R^® where R^® has the same meaning as defined above, 
and all tautomer fomis thereof; and (Hi) any sulfur atom thereof that is not a point of attachment 
of said moiety, by 0, 1, or 2 oxygen atoms; 
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-R' is & member s lected from the group consisting of -H; -(C1-C4) alkyi; 

-(Cj-Cr) cycloalkyi; phenyl; benzyl; pyridyl; -C(=0)0R'^; -C(=0)R'*; -OR"; -^d-Cz) alkyl- 
OR": and -(C,^) alkyl-C(=0)OR'*; where R^* has the same meaning as defined above; 

— and D is further selected from — 

-(b) a moiety comprising a member selected from the group consisting of 

-0-P(=0)(0H)2 (phosphoric); -PH(=0)OH (phosphinic); -P(=0)(0H}2 (phosphonic); 
-[P(=0}(OH)-0(CrC4}alkyl] (alkylphosphono); -P(=0)(OH).0(CrC<,) alky!) (alkylphosphinyl); - 
P(=0){OH)NHj (phosphgramido); •P(=0)(0H)NH(CrC4) alky! and -P(=0)(OH)NHR" 
(substituted phosphoramldo); -0-S(=0)80H (sulfuric); -S(=0)20H (suifonk:); -S(=0)2NHR* or 
-NHS(=0)jR» (sulfbnamldo) where R» is -CHs, -CFj. or o-toluyl; and acylsulfonamklo selected 
from the group consisting of -C(=0)NHS(=0)jR»; -q«0)NHS(=0)8NHa; 
-C(=0)NHS(=0),{C,.C4)alkyl; ■C(=0)NHS(=0)2NH(C,-C4} alkyl;' 

-C(=0)NHS(=0)2N[(C,.C4) alkylfc; -S{=0)2NHC(=0)(CrC4) alkyi; -S(=0)2NHC(=0)NH2; 
-S(=0)2NHC(-0)NH(C,-C4) alkyl; -S(=0),NHC(=0)N[(CrC4) alkylfc; -S(=0)2NHC(=0)R^| 
-S(«0),NHCN; -S(-0)2NHC(=S)NH,; -S(=0)2NHC(=S)NH(C,-C4) alkyl.' 

-8(-p)jNHC(=S)N[(Ci-C4) alkylfe and -S(=O)jNHS(=0)jR": 

—where— 

-R^ is -H; -(C-C*) alkyl; phenyl; or -OR", where r" has the same meaning as 

defined above; 

— or — 

a pharmaceutically acceptable salt thereof. 



2. A compound according to Claim 1 wherein (a) the moiety D is partial Formula 
(1.1-1). (1.1.2), (1.1.3), (1.1.5). or (1.1.6) where the meaning of is phenyl, benzyl, or cyclohexyl 
and D comprises a member selected from partial Fomiulas (1.1.45) through (1.1.47) below; or (b) 
the moiety D is partial Formula (1 .1.4) where v is 0 on and where the meaning of is such that 
D comprises a member selected from partial Fomiulas (1 .1 .1 1 ) through (1 .1 .44) below: 

tetrazol-S-yl l,2.4.trlazo|.3.yl 1,2.4-frie«)l-3^n-5-yl 1.2.3-tria«)|.5^l 



(1-1.11) (1.1.12) (1.1.13) 



(1.1.14) 
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imidazol-2-yl 
(1.1.15) 



1,3p4-oxadiazol- 
2-on-5-yl 

(1.1.19) 



1.2.4-oxadia20i- 
3-on-5-yl 

(1.1,23) 

(X 

parathia2in-3-yl 
(1.1.27) 

isothlazolyf 
(1.1.31) 

glutarimidyl 
(1.1.35) 

















r" 


N-N 


imidazol-4-yl 


imidazolidin-2-on-4-yl 


1,3,4-oxadiazolyl 


(1.1.16) 


(1.1.17) 


(1.1.18) 


N-0 


r 

N-0 


0-N 


1 ,2,4-(»(adlazol-3-yl 


1,2,4-oxadtazol- 
S-on-S-yl 


1,2,4-oxadiazol-5-yl 


(1.1.20) 


(1.1.21) 


(1.1.22) 


— N 




Cx 

R 


1,2,5-thiadiazoi-2-yt 


1»3«44hiadiazolyl 


morpholin-3'yl 


(1.1.24) 


(1.1.25) 


(1.1.26) 




\=n' 




oxazolyl 


isoxazolyl 


thiazolyl 


(1.1.28) 


(1.1.29) 


(1.1.30) 


R 


R 
1 


1 


-A 




0say^'^Y*O 


pyrroiyi 


pyrazolyl 


succinlmidyl 


(1.1.32) 


(1.1,33) 


(1.1.34) 






R« 

1 




•-Cf 




pyrrolidonyl 


2-piperidonyl 


2-i)yridonyl 


(1.1.36) 


(1.1.37) 


(1.1.38) 
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R 


f 






Y 

0 








4-pyridonyl 


pyrWazin-3-onyl 


pyridyl 


pyrimidinyi 


(1.1.39) 


(1.1.40) 


(1.1.41) 


(1.1.42) 


~€) 

N 




'V 




pyrazinyl 


pyridazinyl 


phenyl 


benzyl 


(1.1.43) 


(1,1.44) 


(1.1.45) 


(1,1.46) 



X) 



cyclohexyl 
(1.1.47) 

Wherein indicates the point of attachment of each partial Formula (l.i.ii) through (1.1.47) to 
the remaining portion of Formula (1.0 0); and wherein each carbon atom of partial Fomiulas 
(1.1.11) through (1.1.44) is optionally substituted by a substituent R"; where R" and R'' have 
the same meaning as defined in Claim 1; and all tautomer fomis. and optionally N-oxide fom,s. 
thereof; and further wherein each carbon atom of partial Fomiulas (1.1.45) through (1.1 47) is 
optionally substituted by a substituent R-; where R^" has the same meaning as defined in Claim 

1. 

3. A compound according to Claim 2 wherein said moiety D is a member selected 
from the group consisting of the partial Formulas recited below; 



tetrazol-S-yl 
(1.1.11) 



«15/ 



1,2,4-triazol-3-yl 
(1.1.12) 



.N-N 

-15/ N- 



.19 



1,2,4-tria20l-3-on-6-y| 
(1.1.13) 

f 



N-N 



,15/ 



^15/ 

rniidazol-2-yl 



R 

imidazoM-yi 



15 



innjdazoiidin-2-on-4-yl 



1,2,3-tria20l-5-yl 
(1.1.14) 



N-N 



3l5 



1,3,4-oxadia2oI- 
2-on-5-yl 
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(1.1.15) 

N-O 

1,2,4-oxadiazol- 
5-on-3-yl 

(1.1.21) 

f 



(1.1.16) 

1,2,4-oxaciiazol- 
3-on-5-yl 

(1.1.23) 

I 



(1.1.17) 



15 



glutarimidyl 
(1.1.35) 

pyrldyl 
(1.1.41) 



2-pyridonyl 
(1.1.38) 
M 



R 
I 

pyrazolyl 
(1.1.33) 

f 

0 

4-pyriclonyl 
(1.1.39) 



PC11896A 
US S rial No. 10(066,503 

(1.1.19) 
I 



sucdnimidyl 
(1.1.34) 



,1S 



pyrldazin-3-onyl 
(1.1.40) 



<i 'X) 



pyrimidinyJ 
(1,1.42) 



phenyl 
(1.1.45) 



cyclohexyl 
(1.1.47) 



4. A compound according to Claim 1 wherein the right-hand terminus thereof, 
where m Is 1. is represented by partial Formuia (1.0.5): 



(1.0.5) 

Where " * " is a symbol representing the point of attachment of the moiety of partial Fonnula 
(1 .0.5) to the remaining portion of a compound of Fonnula (1 .0.0); where R^ and R° are both -H, 
or one is -H and the other is -CH3, or both are -CH3. or both are taken together to form spiro- 

cyciopropyl or spiro^cyclobutyl; R' is -H. ^OCHj, or 2'-F; R* Is -H; and the ma'eties j* and D are 

selected such that, said moiety of partial Formula (1.0.5) ie a member selected from the group 
consisting of partial Formulas (1.5.1) through (1.5.54): 

2' F 



OH 



H3C CH, 0 
(1.5.1) 




^0 




/ V-o OH 



(1.5.2) 



(1.5.3) 



CH3 



RecdvedfroKK 860441 5221 > at S/5103 3:50:22 PM [Eastern Daylight Time] 



MAY 05 2003 • 3:34 PM FR PFIZER PATENT-LEGfiL 441 5221 TO 9170374653234941 




(1.5.4) 



12 




H,C O 



(1-5.5) 
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CH, 




// Vo OH 
(1.5.6) 




// Vo OH 
O 

(1.5.7) 



H,C CHjO 
(1.5-10) 




H,C 



(1.5.13) 




II 



H3C 



(1.5.16) 




/Vo OH 
(1.5.8) 



^ 7—0 NH 
(1.5.11) 



(1.5.14) 




CH, 



(1.5.17) 




(1.5.19) 



(15.20) 




Vo OH 



O HH, 
0 

(1.5.12) 





CH3 CHj 



(1-5.21) 
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(1.5.23) 



N=N 





OH 



CH, 



(1.5.25) 



(1.5.26) 



O^NH, 



CH, 



PC1189«A 
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(1.5.24) 




(1.5.28) 




H,C 
(1.5.34) 




O OH 



(1.6.37) 



H3C 0 




Vi'Vq oh 



HjC 



(1.5.40) 



(1.5.29) 




H3C 
(1.5.32) 



O OH 




O pH 



(1-5.35) 



O OH 

o 



(1.5.38) 




(1.5.41) 



(1.5.30) 




O OH 

H 

H,C 0 



(1.5.36) 
X>-0 OH 

(1.5.39) 



^0 CH. 
(1.5.42) 
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F 

"W^S-CH. CM, 



HjC OH N H3C ^ 

(1.5.43) (1.5.44) (1.5.45) 

F 



OH 




HN 



CH, 



CH3 

(1.5-46) (1.5.47) (1.5.48) 

F 



.CH, 



T Jat -'^ T 

(1.5.49) (1.5.60) (1.6.61) 

° CM, 




(1.5.52) . (1.5.53) (1.5.54) 



- Wherein - 

— indicates the point of attachment of each said group of partial Formula (1.0.5) 
represented by partial Formulas (1.5.1) through (1.5.54) to the remaining portion of Formula 
(1.0.0). 
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5. A compound according to Claim 1 wherein the mol ty d comprises R* of partial 
Fomiula (1.1.4) where v is 0 or 1, and R= of said partial Fomigla (1.1.4) Is a member selected 
from the group oonsisting of partial Formulas (1.4.1) tlirough (1.4.28): 



.1S 



indolyt 
(1.4.1) 



r 

indolinyl 
(1.4.2) 




Isoindolinyl 
(1.4.3) 

CO- 

2.3-dihydrobenzo- 1.^dlhydroisoben2o. 2H-l-t)enzopyranyl 
fiiranui furanyl; phthalaoyl ^ ^ 



furanyl 
(1A5) 

C 

benzothienyl 
(1.4.9) 



(1.4.6) 



{1.4.7) 



,15 





R 



15 




benzlsoxazolyl 
(1.4.13) 



IW-indazolyl 
(1.4.10) 



faenzothlazolyl 
(1.4.14) 



benzlmldazolyl 
(1.4.11) 




2H-1,2-benzothiazinyl 
(1.4.15) 



quinolinyl 
(1A17) 



isoquinolinyl 
(1.4.18) 



1,8-naphthyricllnyl 
(1.4.19) 



h15 




benzo[<>]furanyl 
(1.4.4) 

CO- 

chromanyl 
(1.4.8) 



03- Cxv 



0>- CCJ Cj3- OG 



benzoxazolyl 
(1.4.12) 

OC' 

benzotriazolyl 
(1.4.16) 



phthalazlnyl 

(1.4.20) 



0> CC>- Cq- CO 



quinazolinyl 



N 

quinoxaiinyl 



1W-pyra2olo[3.4-</I- 
pyrimidinyi 



N 

pyrimWo[5,4-di- 
pyrimidinyl 



Recel»edlrflin<8M 4415221>at5/5/033;50:22PM^ 



MAY 05 2003 3:35 PM FR PFIZER PflTENT-LEGflL 441 5221 TO 9170374653234941 



16 PC11896A 
US Serial No. 10/066.503 

(1A21) (1.4.22) (1.4^3) (1.4.24) 



CQ' ^. (XV o:^- 



imidazo-(1,2-a]- pyridopyridinyl pteridinyl 1H-purlnyl 

pyrldinyl 

(1.4.25) {1A26) (1.4.27) (1.4.28) 

where indicates tlie point of attachment to the remaining portion of Formula (1.0.0); and where 
eaoh carbon atom is optionally substituted by a substituent R^^; and where R^^ and R^^ have the 
same meaning as defined in Claim 1; and all tautomer fbmis, and optlonaify N-oxide forms, 
thereof. 

6. A compound according to Claim 1 wherein / comprises a member selected from 
the group consisting of phenyl; pyn-olyl; pynrolidinyl; furanyl; thienyl; pyridyl; pyrimidinyl; 
piperidlnyl; piperazinyi; imidazolyl; imidazolidinyl; oxazolyl; IsoxazoiyI; morpholinyl; thiazolyl; 
Indolyl; quinolinyl; isoquinolinyl; benzimidazolyl; benzoxazoiyi; quinuclidinyl; and 
azabicyclo[3.3-0]octanyl; a monocyclic -(C3-C7) cydoall<yl moiety; a monocyclic 
-(C5-C7) cydoaiKenyl moiety that is a member selected from the group consisting of 
cyclopentenyi, cyclohexenyl, and cydoheptenyl; and a bicyclic -(C7-C10) cycloalkyi or 
-(CrCio) cycloall<enyl moiety that is a member selected from the group consisting of norbomanyl, 
norbomenyl, bicyclo[2.2.2]octanyl, bicydo[3.2.1]octanyl, bicydo[3.3.0]octanyi, bicydo[2.2.21oct-5- 
enyl. bicydo[2.2.2]oct-7-enyl, blcycIo[3.3.1]nonanyi, cydodecanyl, and adamantanyl. 

7. A compound according to Claim 1 wherein and the substituents R*. R*, and R® 
are selected in such a way that a portion of the left-hand temninus of a compound of Claim 1 is a 
member selected from the group consisting of partial Fomiulas (2.0,1) through (2.0.72): 








(2.0.4) 
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0 



J- 







CH3 N^o N-0 

(2.0.13) (2.0,14) (2:0.15) (2.0.16) 




o 




6 >0-' (15 





F3C 

(2.0.9) (2.0.10) (2.0.11) (2.0.12) 



.s 



ir> aT^n 




CH, 



(2.0.17) (2.0.18) (2.0.19) (2.0.20) 




(2.0.21) (2.0.22) (2.0.23) (2.0.24) 

* * * 




HgC " «-S 

(2.0.25) (2.0.26) (2.0.27) (2.0.28) 

* « 



CI' -"^"^ HjC^ --N' "CH3 HjC^CHj 

(20.29) (2.0.30) (2.0.31) (2.0.32) 



Receivedfroin<860441S221>atSISI033:50:22PM [Eastern Daylight Time] 



MftY 05 2003 3:36 PM FR PFIZER PFITENT-LEGflL 441 5221 TO 9170374653234941 P . 77 





18 PC11896A 
US Serial No. 10/066,503 






(2.0.49) (2.0.50) (2.0.51) 

bo "A -rS) 



(2.Q.S3) (2.0.54) (2.0.66) 



(2.0.57) (2.0.58) (2.0.59) 




(2.0.33) (2.0.34) (2.0.35) (2.0.36) 

* 

"■^B^cH. '^r- . 

(2.0.37) (2.0.38) (2.0.39) (2.0.40) 

k 6 ' 

(2.0.41) (2.0.42) (2.0.43) (2.0.44) 

■D b b 'O 

(2.0.45) (2.0.46) (2.0.47) (2.0.48) 
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(2.0.61) 





(2.0.65) 



(2.0.66) 




(2.0.67) 



(2.0.68) 




(2.0.69) 



(2.0.70) 



(2.0.71) 




8. A compound according to Claim 9 wherein f comprises a member selected from 
the group oonsrsting of phenyl; pyrroiyi; pyrrolidlnyi; furanyl; thienyi; pyridyi; pyrlmidinyl; 
piperidinyl; piperazinyl; imidazolyl; imidazoiidinyl; oxazolyl; Isoxazolyl; thiazoiyi; indoiyi; quinolinyi; 
isoquinolinyi; benzimidazolyl; benzoxazolyl; morpholinyl; quinuclidinyl; and 
azabicyclo(3.3.0]octanyi; a monocyclic -(C3-C7) cycIoall<yl moiety; a monocyclic 
-(C5-C7) cycloalkenyl moiety that Is a member selected from the group consisting of 
cyciopentenyl, cyclohexenyl, and cycloheptenyl; and a bicyclic -(C7-C10) cycloalkyi or 
-(C7-C10) cycloalkenyl moiety that Is a member selected from the group consisting of norbornanyl, 
norbomenyl. blcyclo[2.2,21octanyl. bicyclo[3.2.l]octanyl, bicyclo[3.3.0]octanyl. bteyclo{2.2.2]oct-5- 
enyl, blcyclo[2.2.2]oct-7-enyl. bicyclo[3,3.1]nonanyl, cyclodecanyl. and adamanlanyl. 

9. A compound according to Claim 1 wherein f and the substltuents and are 
selected in such a way that a portion of the right-hand temiinus of a compound of Claim 1 Is a 
member selected from the group consisting of partial Fomiulas (2.5.1) through (2.6.60): 

F -r F F ^ 






(2.5.1) 



(2.5.2) 



(2.5.3) 



(2.5.4) 
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NO, 




(2.5.5) 



(2-5.9) 



(2.5.13) 

* 

* 

(2.5.17) 



■XT' 

(2.5.21) 



(2.5.25) 





(2.5.6) 




NH, 



(2-5.10) 



(2.5.14) 
CH, 



{2.5.18) 
(2.5.22) 



(2.5.26) 
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"XT 



(2.5.11) 
CH, 




CH, 



(2.5.15) 



O 

(2.5.19) 




(2,5.23) 



■XI. 'XX. 



(2.5.27) 



(2.5.30) 



CH3 
(2.5.31) 



(2.5.8) 



(2.5.12) 

(2.5.16) 

.OF, 



'A" .4^: 



s 

(2.5.20) 

■xx: 

(2.5.24) 




(2.5.28) 



■TSx. -9- 'XX 



N 
H 

(2.5.32) 
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<2.5.41) 




(2.5.49) 




(2.5.34) 
CHF, 




(2.5.38) 




(2.S.42) 




^CHF, 



(2.5.50) 




(2.5.43) 



(2.5.47) 




(2.5.36) 




(2.5.40) 

CH, 

I ' 

(2.S.44) 



XX. 



(2.5.48) 



10. A compound according to Claim 1 wherein Y is =C(R^a)— where Is -H; -F; 
-CI:-CH3;or-ocHa. 

11. A compound accordlrig to Claim 10 wherein R^^ is -H; or -F. 

12. A compound according to Claim 1 wherein where m is 1 or 2. and n is 1; ♦ 
and R^ are -CF3, or -(Ci-Cb) alkyi substituted by 0 or 1 of ^F, -CI, -CF3, -CN, -NH2, or 
-C(=0)NH2, or both taken together are spiro -(Cs-Ce) cycloaikyi- substituted by 0 or 1 of -F. -CI. 
-CF3, or -CN; ♦ one of R*^ and Is -H. and the other Is -H, -(C1-C4) alkyl. or phenyl, each 
substituted by 0 or 1 of -F, -Ci, or -CN; ♦ W' is -O- or -S-: ♦ is -0-; ♦ Y is = C(R^)— 
where R^ is -H, -F, -CI, -CN. -CHa, or -OCH3; ♦ and R^ are -H, -F, -CI, -CN, .NOal -OH, 
-CH3, -OCH5, -OCHF2, or -OCF3; ♦ R^ Is -H or -CH3; ♦ is -H. -F. -CN, -NO2, -OH, -CH3. or - 



Received lrom<860441$221>at 5/5/033:50:22 PM [Eastern Day^^ 



MfiY 05 2003 3:37 PM FR PFIZER PPTENT-LEGAL 441 5221 TO 9 1 70374B5323494 1 P. 81 

22 PC11896A 
US Serial No. 10/066,503 

OCHa; ♦ J* is ph nyl; ♦ and are taken tog th r to form a moi ty of partial Fonnula (1.3.1) 
wher and R^^ are -H or -CHg; or a moiety of partial Formula (1.3.11), (1.3.12), or (1.3.15) 
where R^ and R^^ are absent or are -H, or -CH3; ♦ J* is phenyl, norbomanyl, furanyl, thienyl, 

pyrimldinylp or cyclohexyl; ♦ and D is -C(=0)OR^ where R^ is -M or -CH3; -C(=0)NH2; or tetrazoi- 
5-yl. 

13. A compound according to Claim 1 2 wherein R^ and R^ are both -CH^, or one is - 
CH3 and the other Is -CH(CH3)2 or -C(CH3)3, or one Is -H and the other is -CH3 or or both 
taken together are spiro cyclopropyi or spiro cyclobutyl; ♦ one of R^ and R^ is -H and the other is 
"H or -CH3; is -0-; ♦ Y Is = C(R\y- where R^ is -H, -F, or -CI; ♦ R^ and R^ are -H, -F. 
or CI; ♦ R^ is -H\ ♦ R^ is -H; ♦ R^ and R^ are taken together to form a moiety of partial Formula 
(1.3.1) or (1 .3.1 1) wher© R^ and R^ are both absent; ♦ Jl* is phenyl, thienyl, or cyclohexyl; ♦ and 
D is -C(=0)OR^ where R^ Is -H or --CH3; -C(=0)NH2; or tetrazoi-5-y!. 

14. A compound according to Claim 13 wherein R^ and R^ are both -CH3, or both 
taken together are spiro cyclopropylj ♦ one of R'^ and R"^ is -H and the other Is ^ or -CH3; ♦ Y is 

- C{R\)— where R^ is -H. -F, or -CI; ♦ and R^ are -H, -F, or CI; ♦ R^ Is -H; ♦ R* is -H; ♦ 
R® and R^ are taken together to form a moiety of partial Fomnula (1 .3.1 1) where R^ and R^ are 
both absent; ♦ f is phenyl; ♦ and D is -C{=0)0R' where R^ is -H or -CH3; •'C(=0)NH2; or 
tetrazol-S-yl. 

15. A compound according to Claim 14 wherein r'^ and R^ are both -CH3; ♦ R^ and 

R^ are both -H; ♦ Y is = C(R%)— where R^a >s -H; ♦ and one of R^ and R^ is -H and the other 
is-F. 

16. A compound according to Claim 14 wherein Y is = C(R^8)— where R^a is *-F; ♦ 
and R^ and R^ are both -H. 

17. A compound according to Claim 13 wherein R^ and R^ are both -CH3. or both 
taken together are spiro cyclopropyi; ♦ one of R^ and R° is -H and the other is or -CKfe; ♦ Y is 

= C{R\}^ where R^ is ^H, -F. or -CI; ♦ R' and R^ are -H, -F, or CI; ♦ R^ is -H; ♦ R"^ is -H; 
and R® are taken together to fom a moiety of partial Fomnula (1.3.1) where R^ and r'^ are both 
-H; ♦ Is phenyl; ♦ and D Is "C(=0)OR^ where R^ is -H or -CH3; -C(=0)NH2; or tetrazol-5-yl. 
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18. A compound according to Claim 17 wherein R and R are both -CH3; ♦ R and 
are both -H; ♦ Y is = C(R^a)— where R\ is -H; ♦ and one of R^ and R^ is -H and the other 

is-F. 

19. A compound according to Claim 18 wherein Y is C(R'a)— where R^ is -F; ♦ 
and and R^ are both -H. 

20. A compound according to Claim 1 wherein D is -P(=0)(OH)NHR^ (substituted 
phosphoramido); -S(=0)2NHR^^ or -NHS(=0)2R^ (sulfonamide) where R^ is -CH3. -CF3. or 0- 
toluyl; or -C(=^0)NHS(-0)2R^ (acylsulfonamido); where R^ has the same meaning as defined in 
Claim 1. 

21 . A compound according to Claim 1 wherein R^ and R^ as taken together to fonm a 
moiety which is a member selected from the group consisting of partial Fomiulas (1 .3.1 ), (1 .3.1 1 ). 
(1.3.12). and (1.3.16): 



where R^, r", and R^^ have the same meaning as defined in Claim 1. 

22. A compound according to Claim 21 wherein R^ and R® are taken together to fomi 
a moiety which is a member selected from the group consisting of partial Formulas (2,1.1), (2.1.4) 
through (2.1 .6), (2.1.11). and (2.1.16) through (2.1.20): 




(1.3.1) 



(1.3.11) 



(1.3.12) 



(1.3.15) 





N-0 



(2.1.1) 



(2.1.4) 



(2.1.5) 



(2.1.6) 



(2.1.11) 
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N-S 

H3C 




^/^|J-^(0) ^J^^iO) ^/^j^(0) 

N-N N-N N-N 

) " (O) """^ (O) ^ ' 

(2.1.18) (2.1.19) (2.1.20) 



(2.1.16) 



(2.1.17) 



wherein the dashed line in partial Formulas (2,118), (2.1.19), and (2.1.20) represents a 

double bond where no oxygen atom is attached to the corresponding nitrogen atom, and 
represents a single bond where an oxygen atom is attached to said corresponding nitrogen atom. 

23. A compound according to Claim 1 wherein the / moiety is cydopentyl; 
cycloheptyl; cyclopentenyl; cyclohexenyl; cycloheptenyl; norbornanyl; norbornenyl; 
bicycloI2.2.2Joctanyl; bicyclo[3.2.1]octanyl; bicyclo[3.3.0]octanyl; blcyGlo[2.2.2]oct-5'enyl; 
bicyclo[2.2.2]oct-7-enyl; bicyclo[3.3J]nonanyl; or adamantanyl. 

24. A compound according to Claim 1 wherein the moiety y comprises a member 
selected from the group consisting of biphenyl; biphenylene; fluorene; dH-carbazole; 
phenanthridine; phenanthrene; 2.2*bipyridine; iminodibenzyl; 2,2'-biqulnoline; naphthalene; 2- 
phenylnaphthalene; 1 -phenylnaphthalene; diphenylmethane; 1-phenylplperadine; 1- 
phenylpiperazine: bibenzyl; azulene; 4.4'-diphenyl-2,2'-dipyridyl; 1-(diphenylmethyl)azetidine; 4,5- 
diphenyloxazole; 2,5-diphenyloxazoie; diphenyi-2-pyridytmethane and dlphenyl-4-pyridylmethane; 
3,6-diphenyl-1 ,2,4,5-tetrazine; 1 -benzylpiperazine; 1 -benzylpiperidine; 2-benzylpyridlne, 3- 
benzylpyrldine and 4-benzylpyridlne; 4,5-dlphenyllmidazole; phenothiazine; phenoxazine; 
phenazine; 1 -phenyl-3,4-dihydronaphtha[ene; 2-phenylindene; 2-phenylindole; 4- 
phenytmorpholine; 2-phenylbenzothfazole; 2-phenylben20xazole; and 2-phenylbenzimidazole. 

25. A compound according to Claim 1 wherein said compound is a member selected 
from the group consisting of the following: 

[4-({I2-(Benzo[1,3)dioxol-5-yIoxy)-pyridine-3-carbonyl]-amino}-methyl)-3-fluoro-phenoxy]- 
acetic acid of Formula (5.5.1); 

(±)-2-[4-({[2-(Benzo[1,3]dioxol-5-yloxy)-pyridjne-3-carbonyl]-amino}-methyl>-3-fluoro- 
phenoxyl-propionic acid of Formula (5.5.2); 

{±)-244-({(2-(Benzo[2,1,3]oxadla20l-5-yloxy)-pyridine-3-carbonylJ-amino}-methyl^^^ 
fluoro-phenoxy]-propionic acid of Formula (6.5 3); 

(±)-2-[3-Fluoro-4-({[2-(4-f]uoro-phenoxy)-pyridlne-3-carbonyl]-amlno)-methyl)-phenoxy]- 
propionic acid of Fomrtula (5.5.4); 
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(±)-2-[3-FluorO'4-({[2-(3-cyano-phenoxy)-pyridine-3-carbonyl]-amino}-me^^^ 
propionic acid of Formula (5.5.5); 

(i)-2-[4-{{|2-(Benzo{1,3]dtoxol'5'yloxy)-5-fluoro-pyrldine-3-carbonyl]-^^ 
fluoro-phenoxy]-propionic acid of Formula (5.5.6); 

{±)-2-[4-({[2-(Benzo[2.1,3]thiadlazol-5-yloxy)-pyridlne-3-carbonyl]-amlno}-me^ 
fluoro-phenoxy]-propionic acid of Formula (6.6.7); 

(R)-2-[4-({[2-(Ben20[1,3]dioxo!-5-yloxy)-pyridine-3-carbonyl]-amino}-methyl)-3-fl 
phenoxy)-propionic acid of Formula (5.5.8); 

(S)-2-[4-({[2-(Berizo[1,3]dioxol-5-yloxy)-pyrldine-3-carbonyI]-amino}-meth 
phenoxy]-propionjc acid of Formula (5.5.9); 

(R)-2'[4-({[2-(Benzo[2, 1 ,3)oxadiazol-5-yloxy)-pyridine-3-carbonyl]-amino}-methyl)-3- 
fluoro-phenoxy]-proplonic acid of Formula (5.5.10); 

(R)-2-[3-Fluoro-4-({[2-(3-cyano-phenoxy)-pyridlne-3-carbonyl]-amino}-metliyl)-phenoxy]- 
propionic acid of Formula (5.5.1 1 ); 

(R)-2-[4-({[2-(Ben20[1,3]dioxoI-5-yloxy)-5-fluoro-pyridirie-3K;arbonyl]-amlno}-methyl)^^^ 
fluoro-phenoxyl-propionic acid of Formula (5.5.12); 

(R)-2-(4-({(2-(Benzo[2,1,3]thiadia20l-5-yloxy)-pyridine-3-carbonyi]-amino}-methy|)-3- 
fluoFo-phenoxyl'proptonic acid of Formula (5.5.13); 

(R)-2-(Ben20[1,3]dioxoI-5-yloxy)-N-[4'(1-carbamoyl-elhoxy)-2-fluoro-benzyl]-nicotinami 
of Formula (5.5.14); 

(R)-2-(Ben20[2J,3]oxadiazol-5-yloxy)-N-[4-(1-carbamoyl'^thoxy)-2-fluoro-ben2yl]- 
nicotinamide of Formula (5.5.15); 

(R)-2-(Benzo[2.1.3]thiadiazol-5-yloxy)-N-[4-(1-carbamoyl-etiioxy)-2-fluoro-ben^^^^ 
nicotinamide of Formula (5.5.16); 

(R)-N-[4-(1-Carbamoyl-ethoxy)-2-fluoro-benzyl]-2'(3-cyano-phenoxy)-nlcotinamide of 
Fonmula (5.5.17); 

(R)-2-(Benzo[1,3]dloxol-5-yloxy)-N-[4-(1-caitiamoyl-ethoxy)-2-fluorO'ben2yl]-5-fluoro- 
niootlnamide of Formula (5,5.18); 

(±)-2-(Ben20[1 ,3]dioxoI-5-yloxy)-N-{2-fluoro-4-[1 -(1 H-tetrazol-5-yl)-ethoxy]-ben2yI}- 
nicotinamlde of Formula (5.5.19); 
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(R)-2-(Benzo[1,3]dioxol-5.yloxy)-N^2-fluoro-4-[1-(5-methyl-4H41,2,4]triaz^^ 
ben2yl}-nicotinamide of Formula (5.5.20); 

(R)-2-(Ben20[1 ,3]dioxol-5-yloxy)-5-fluoro-N-{2-fluoro-4-[1 -{5-methy WH-[1 .2,4]triazol'3"yl)- 
ethoxy]-benzyl)-nicotinamide of Formula (5.5,21 ); 

(i:)-2-(Benzo[1 ,3]dioxol-5-yloxy)-N-{2-fiuorO'4'[1 -(1 H-tetrazol-5-yl)-ethoxyl-benzyl}- 
nicotinamide of Fomiula (5.5.22): 

(R)-2-(Benzo[1.3]dioxol-5-yloxy)-N-[2-fluoro-4-(2-hydroxy-1,2-dimethyl-propoxy)-ben2yl]^ 
nicotinamide of Formula (5.5.23); 

(R)-2-(Benzo[1,3Jdloxol-5-yloxy)-5-fluoro-N-I2-fluoro4-(2-hydroxy-1,2-dimethyl-propoxy)- 

benzyl]-nlcotinamlde of Formula (5.6.24); 

(S)-3-[4-({[2-(Benzo[1,3]dioxol-5-yloxy)-pyridlne-3-carbonyl]-amlno}-methyl)-3-fluoro- 
phenoxyl-2-methyI-propionic acid of Fomnula (5,5.25): 

2-(Benzo[1.3]dioxol-6'yloxy)-5''fluoro-N'[2-fluoro-4-(pyrldin-2-ylmethoxy)-benzylJ- 
nicotinamide of Fomaula (5.5.26); 

2-(Benzo[1,3]dioxol-5-yloxy)-5-fluoro-N-[2-fluoro-4-(pyridin-4-ylmethoxy)-benzyl]- 
nicxjtlnamlde of Formula (5.5-27); 

2-(Benzo[1,3]dloxol-5-yloxy)-5-fluoro-N-[2-fluoro-4'(pyridin-3-ylmethoxy)-benzyl]- 
nicotinamlde of Formula (5.5.28); 

[4-({[2-(3-Cyano-phenoxy)-pyridine-3-carbonyl]-amino}-methyl)-cyclohex-3-enyloxy]- 
aoetic acid of Formula (5.5.29); 

[4-({(2-(2-Methyl-2H-benzotriazol-5-yloxy)-pyridine-3-carbonyO-amino}-methyl)-cyc!ohex- 
3-enyloxy]-acetic acid of Formula (6.6.30); 

{±)-2-[4-({[2-(Benzo[2,1,3]thiadlazol-5-yloxy)-pyridine-3-carbonyl]-amino}-methyI)- 
cyclohex-3-enyloxy].propionic acid of Formula (5.5.31); 

(±)-2-[4-({[2-(Benzo[2.l,3]oxadla20l-5-yIoxy)-pyrldjne*3-carbonyJ]-amino}-methyl>- 
cyclohex-3-€nyIoxy]-propionic acid of Fonmula (6.5.32); 

(±)-2-[4-({[2-(Benzo[1 ,3]dloxol-5-yloxy)-pyridlne-3-carbonyl]-amlno}-methyl)-cyclohex-3- 
enytoxyj-propionlc acid of Formula (5.5.33); 

(±)-2-[4-({[2-(4.Fluoro-pfienoxy)-pyridine-3-carbonyI]-amino}-methyl)-cyc(ohex-3- 
enyloxyl-propionic acid of Formula (6.5.34); 
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(±)-2-[4-({[2-(3-Cyano-phenoxy)-pyridine'3-carbonyl]-amino}-methyl)-cydohe^^ 
enyioxyl-propionic acid of Formula (5.5.35); 

(±)-244-({[2-(2-Methyl-2H-benzotriazol-5-yIoxy)wicline-3-(^^ 
cyclohex-3-enyloxy]-propionic aad of Formula (5.5,36); 

(R)-2-[4-({[2-(Ben20[2,1,3]thiadiazol-5-yloxy)-pyridif)e-3-carbonyl]-amino^^ 
cyclohex-3-enyloxy]-propionic add of Formula (5.5.37); 

(R)-2-[4-({[2-(Benzo[2,1»3]oxadiazol-5-yloxy)-pyridlne-3-(^rbonyl]-amino}-methyl)^ 
cydohex-^nyloxy]-propionic add of Formula (6.5.38); 

(R)-2-[4-({[2-(Benzo[1,3Idioxol-5-yloxy)-pyridlne-3-Garbonyl]-^mlrioVmethyl)-cycloh€^^ 
enyloxy]-propionic acid of Formula (5.5.39); 

(R)-2-[4-({[2-(4-Huoro-phenoxy)-pyridine-3-cartonyl]-amino}-methyl)-cycloliex-3- 
enyloxyj-propionic acid of Formula (5.5.40); 

(R)-2-[4-({[2-(3-Cyano-phenoxy)'pyridlne-3-carbonyl]-amino}-methyi)-cydohex-3- 
enyloxy}-propionic acid of Formula (5.5.41); 

(R)-2-[4-({[2-(2-IWethyl-2IH-benzotriazol-5-yloxy)-pyridine-3-carbonylI'-amirio 
cyclohex-3-enyloxy]-propionlc acid of Formula (5.5.42); 

[4-({[2-(Benzo[2.1,3]thiadiazol-5-yloxy)-pyrldine-3-carbonyl]-amino}-methyl)- 
cydohexyloxy]-acetic add of Formula (5.5.43); 

[4-({[2-(Benzo[2,1,3]oxadiazol-5-yloxy)'Pyridine-3-carbonyll-amlno}-methyl)- 
cyclohexyloxyl-acetic add of Formula (5.5.44); 

[4-({[2-(Ben20I1,3]dioxol-5-yloxy)-pyridine-3-carbonyl]-amino}-methyl)-cyclohe^^ 
acetic acid of Formula (5-5.45); 

[4-(C2-(4-Fluoro-phenoxy)-pyridine'3-carbonyl]-amino}-methyl)-cydohexyIoxy]-acete acid 
of Fomiuia (5.5.46); 

[4-({!2-(3-Cyano-phenoxy)-pyridine-3K:arbonyI]-aminoHT»ethyi)-cydohexyloxy^^^ acid 
of Fomiuia (5.5.47); 

[4-({I2-(2-i\4ethyl-2IH-benzotriazol-5-yioxy)-pyridine-3-carbonyl]-amino}-methy^ 
cydohexyloxyj-acetrc add of Formula (5.5.48); 

(±)-2-[4-({[2-(Benzo[2.1.3]thiadiazoi-5-yIoxy)-pyrldlne-3-carbonyl]-amino}-methyl)- 
cydohexyloxyj-propionic acid of Formula (5.S.49); 
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(±)'2-[4-({(2-(Benzo[2,1,3]oxadiazol-5-yloxy)-pyridine-3'Oarbonyll-amino}^^ 
cydohexyloxy]-propionic acid of Formuia (5.5.50); 

(±)-2-[4-({[2-(4-Fluoro-phenoxy)-pyri<Jine-3-carbonyl]-amino}-me%^ 
propionic acid of Formula (5.5.); of Formula (5.5.51); 

(±)-2-[4-({(2-(3-Cyano-phenoxy)-pyridine-3-carbonyl]-amino}-methyI)-(yclohexyloxy> 
propionic acid of Formula (5.5.52); 

(±)-2-[4-({[2-(2-Methyl-2H-benzotria20l-5-yloxy)-pyridlne-3-carbonyl]-amino}-methyl)- 
cyclohexyloxy]-propionic acid of Formula (5.5.53); 

(R)-2-[4-{{[2-(Benzo[2.1,3]thiadiazol-5-yloxy)-pyridine-3-carbonyl]-amino}-methyl)- 
cyclohexyloxy]-propionic acid of Formula (5-5-54); 

(R)-2-[4-({[2-(Benzo[2.1,3]oxadiazol-5-yloxy)-pyridine"3-carbonyl]^amino}-methyl)- 
cyclohexyloxyj-propionic acid of Formula (5.5.55); 

(R)-2-[4-({[2-(Benzo[1,3]dioxol-5-y]oxy)-pyridine-3-carbonyl]-amino}-methyl)- 
cyclohexyloxyl-propionic acid of Formula (5.5-56); 

(R)-2-[4-({[2-(4-Fluoro-phenoxy)-pyridine-3-carbonyl]-amino}-methyl)-cyclohexyloxy]- 
propionio acid of Formula (5-5.57); 

(R)-2-(4-({[2-(3-Cyano-phenoxy)-pyridine-3-carbor^yl]-amino}-methyl)-cyclohexyloxyl- 
propionic acid of Formula (5.5.58); 

(R)-2-[4-({[2-(2-Methyl-2H-benzotriazol-5-yloxy)-pyridlne-3-carbonylJ-amino}-methyl)- 
cyclohexyioxy]-propionjc acid of Formula (5.5.59); 

2-[4-({[2-(Benzo[2,1,3]thiadiazol-5-yloxy)-pyridine-3-carbonyll-amino}-methyl)- 
cyclohexyloxy]-2-methyl-propionic acid of Formula (5.5.60); 

2-[4-({[2-(Benzo[2,1,3]oxadiazol-5-yloxy)-pyridine-3-carbonyl]-amino}-methyl)- 
cyclohexyloxy]-2-methyl-propionic acid of Formula (5.5.61); 

2-[4-({[2-(Benzo[1,3]dioxol-5-yloxy)-pyndine-3-carbonyl]-amirio}-methyl)-cycIohexyloxy]-2- 
melhyl-prop ionic acid of Formula (5-5-62); 

2-[4-({[2-(4-Fluoro-phenoxy)-pyridine-3-carbonyl]-amino}-methyl)-cyclohexyloxy]-2- 
methyl-propionic acid of Formula (5.5.63); 

2-[4-({[2-(3'Cyano-phenoxy)-pyridine-3-carbonyl]-amino}-methyl)-cyclohexyloxy]-2- 
methyl-propionic acid of Formula (5.5.64); 
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2-Methyl-2''[4-({[2-(2-methyl-2H-benzotrlazol-5-yloxy)i>yridine-3-car^^^ 
methyl)-cyclohexyioxy]-propionlc acid of Formula (5.5.65); 

[5-({[2-(Ben20[2,1»3]thiadiazol-5-ylQxy)-pyridine-3<arbonyl]-amino}-m 
bicyclo[2.2.2]oct-2-yloxyJ-acetic acid of Formula (5.5.66); 

(±)-2-I5-({[2-(Ben20[2J,3]oxadiazol-5-yloxy)-pyridlne-3-carbonyl]-amino}-methyl)- 
bicyclo[2.2.2]oct-2-yloxy]-propionic acid of Formula (5.5.67); 

(R)-2-[5-({[2-{Benzo[1,3]dioxol'5'yloxy)-pyridine-3-carbonyl]-amino}-methyl)- 
blcycIo[2.2.2]oct-2-yloxy]-propionic acid of Formula (5,5.68); 

2-[5-({[2-(4-Fluoro-phenoxy)-pyridine-3<arbonyl]-amirio>methyl)-bicyclo[2.2.2]oct-2^ 
yloxyl-2-methyl-propionic acid of Formula (5.5.69); 

2-I5^({[2-(3-Cyano-phenoxy)-pyrjdine-3-carbonyO-amino}-methyl)-biCyclo[2,2.2JOCt-2- 
yloxyl-2-methyi-proplonic acid of Formula (5.5.70); 

(R)-2-[5'({[2-{2-Methyl-2H-ben2otriazol-5-yloxy)-pyridine-3-carbonyl]-amino)4Tieth^ 
bicyclo[2.2.2]oct-2-yloxy]-propionic acid of Formula (5.5.71); 

[5-({[2-(Benzo[2,1.3Ioxadiazol-5-yloxy)-pyridine-3-carbonyl]-amtno}-methyl)- 
bicyclo[2.2,2]oct-2-yloxy]-acelic acid of Formula (5.6.72); 

2-t8-({t2-(6enzot2J.3]oxadia2ol-5-yloxy)-pyridine-3-carbonyll-amino}-methyl)- 
bicyclo[2.2.2]oct-5-en-2-yloxyJ-2-methyl-propionic acid of Formula (5.5.73); 

(R)-2-[3-({[2-(Ben2o[2,1,3]oxadiazol-5-yloxy)-pyridine-3-carbonyl]-amlno}-methyl>- 
bicyclo[3.2. 1 ]oct-8-yloxy]-propionic acid of Formula (5.5.74); 

2-t3-({t2-(Ben2o[1,3]dloxol-5-yloxy)-pyridine-3-carbonyl]-amino}-methyl)-cydopent-3- 
enyloxy]-propionic acid of Formula (5.5.75); 

5-({[2-(2-Methyl-2H-benzotriazol-5-yloxy)'pyridine'3-carbonyl]-amino}-methyl)- 
bicyclo[2.2.1]hept-2-yloxy]-acetic acid of Formula (5.5.76); 

2-[5-({[2-(Ben2ot2,1,3]oxadia2oI-5-yloxy)-pyridine-3-carbonyll-amlno}'methyl>-7-'fluoro- 
bicyclo[2.2.1]hept-5'en-2-yloxy]-2-methyl-propionic acid of Formula (5.5.77); 

(R)-2-[5-({[2-(Benzo[2J,3]oxadiazol-5-yloxy)-pyrjdlne-3-carbonyi]-am[no}-methyl)-furan-2- 
yloxy]-propionic acid of Formula (5.5.78); 

{±)-2-[6-((I2-(Benzo{2,1,3]oxadla2ol-5-yloxy)-pyridine-3-carbonyl]-amino}-methyl)-pyrldln- 
3'yloxy]-propionic acid of Formula (5.5.79); 

[2-({[2-(Benzo[2»1,3]oxadiazo[-5~yloxy)-pyridine-3-carbonyl]-amlno}-methyl)-oxazol-S- 
yioxyl-aoetic acid of Formula (5.5.80); 
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2-[2-({[2-(Benzo[2,1,3]oxadiazo!-5-yloxy>pyridine-3<arl:>onyll-amino^^ 
yloxyJ-2-m thyl-proplonic acid of Formula (5.5.81 ); 

(±)-2-[5-(%{[2'-(Benzo[2,1,3]oxadiazol-5-yloxy)-pyridin6-3^rbony!]-amino}-eUiyl>^^ 
2-yloxy]-propionic acid of Formula (5.5.52); 

2-[4-({[2-(Benzo[2. 1 .3]oxad iazol-5-yloxy)-pyridine-3-carbonyl]'amino}-methyl)-phenoxy]- 
2-methyl-propionic acid of Formula (5.5.83); 

2-[4-({[2-(Benzo[2.1,3]oxadiazol-5-yloxy)-pyridine-3-carbonyl]-amino}-methyl)-3-fluoro- 
phenoxy]-2-methyl-propionic acid of Formula (5.5.84); 

2-I4-({[2-(Benzo[2,1.3]thiadiazol-5-yloxy)-pyrldine-3-carbonyl]-amino}-methyl^ 
phenoxy]-2-methyl-propionic acid of Formula (5.5.85); 

2-[4-({[2-(Benzo[1,3]dioxol-5-yloxy)-pyridine-3-carbonyl]*amlno}-methyl)-3-fluoro- 
phenoxy)-2-methyl-propionic acid of Formula (5.5.86); 

2-[3-Fluoro-4-({[2-(4-fluoro-phenoxy)-pyridine-3<arbonyl]-amino}-methyl)-phenoxy]-2- 
methyl-propionlc acid of Formula (5.5.87); 

2-[4-({[2-(3-Cyano-phenoxy)-pyridine-3-carbonyl]-amino}-methyl)-3-fluoro-phenoxyl-2- 
methyl-propionlc acid of Formula (5.5.88); 

[4-({[2-(Benzo[2,1,3]thiadiazol-5-yloxy)-pyridine-3-carbonyl]-amino>-methyl)-cyclOhex-3- 
enyloxy]-acetic acid of Formula (5.5.89); 

(±)-2-(3-Cyano-phenoxy)-N-{4-[1-(5-methyl-4H-[1,2,4]triazol-3-yl)-ethoxy]- 
cyclohexylmethyl}-riicot[namide of Formula (5.6.90); 

(±)-2-(3-Cyano-phenoxy)-N-{4-[1-(1H-tetrazol-5-yl)-ethoxy]-cyclohexylmethyl)- 
nicotinamide of Formula (5.5.91); 

(±)-N-{2-Fiuoro-4-[1-(5-methyl-4H-[1,2,4]triazol-3-yl)-ethoxyl-benzyl}-2-(3-methoxy- 
phenoxy)-nlcotlnamide of Formula (5.5.92); 

N-[2-Fluoro-4-(pyridin-2-ylmethoxy)-ben2yl)-2-(3-methoxy-phenoxy)-nicotinamlde of 
Formula (5.5.93); 

(±)-2-(3-Fluoro-4-({[2.{3-nitro-pherioxy)-pyridine-3-carbonyl]-amino}-methyl)-phenoxyJ' 
propionic acid of Formula (5.5.94); 

(i )-N-{2-Fluoro-4-[1 -(1 H-tetrazol-5-yl)-ethoxy]-benzyl}-2-(3-nitro-phenoxy)-nicotmamid© 
of Formula (5.5.95); 
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(±)-N-{2-Fluoro-4-[1-(5-methyl-4H-[1,2.4]triazol-3-yl)-ethoxy]-ben2y^^^ 
nicotinamide of Formula (5.5.96); 

[4-({[2-(Benzo[2,1,3]oxadiazol-5-yloxy)-pyridine-3-carbonyl]-amino}-meth^ 
enytoxy}-acetic acid of Formula (5.5.97); 

[4-({[2-(Benzo[1,3]dioxol-5-yloxy)-pyridine-3-carbonyIl-amino}-methyl)-cycloliex-3^ 
enyioxyj-acetic acid of Formula (5.5.98); 

[4-{{|2-{4-Fluoro-phenoxy)-pyridir^e-3-carbonyl]-amino>'methyl)-cyclohex-3-enyloxy]- 
acetic acid of Formula (5.6.99): 

(R)-2-[4-({[2-(3-Methoxy-phenoxy)-pyridine-3-carbonyl]'amino}-methyl)-phenoxy]- 
propionic acid of Formula (5.5.100); 

(R)-2-[3-Fluoro-4-({[2-(3"methoxy-phenoxy)-pyridine-3-cart)onirt]-amino}-methyl)- 
phenoxyj-propionic acid of Formula (5.5.101); 

(R)-2-[3-Fluo^o-4-({[5-fIuo^o-2-(3-metl^oxy-phenoxy)-pyridine•^H:^rbonyl]-amino^methy!)- 
phenoxyl-propionic acid of Formula (5.5.102); 

(R)-2-[4-({[2-{3-Nitro-phenoxy)-pyridlne-3-carbonyl]-am]no}-metiiyl)-phenoxy]-propionic 
acid of Formula (5.5.103); 

(R)-2-I4-(([2-(3-Chloro-4-fluoro-phenoxy)-pyridine-3-carbonyll-amino}-methyl)-phenoxy]- 
proplonic acid of Formula (5.5.104); 

(R)-2-[4-({[2-(3,4-Difluoro-phenoxy)-pyridine-3-carbonyl]-amino}-methyl)-phenoxy]- 
propionic acid of Formula (5.5.105); 

(R)-2-[4-({[2-(2»3-Dihydro-benzofuran-5-yloxy)-pyridine-3-carbonyl]-amino)-methyl)- 
phenoxyhpropionic acid of Formula (5.5,106); 

(R)-2-t4-({(2-(2,3-Dihydro-benzofuran-6-yloxy)-pyrldlne-3-caitonyl]-amino>methyl)- 
phenoxy]-propionic acid of Formula (5.5.107); 

(S)-2-(Ben20[1 ,3]dioxol-5-yloxy)-N-{2-fluoro-4-[1 -(1 H-tetrazol-5-yl)-ethoxy]-benzyl)- 
nicotinamide of Formula (5.6.108); 

{R)-2-{Benzo[1,3]djoxol-5-yloxy)-N-{2-fluoro-4-[l-(1H-tetrazol-5-yl)-etlioxy]-benzyl}- 
nicotinamide of Formula (5.5.109); 

(R)-3-[4-({[2-(Ben2o[1,3]dioxol-5-yloxy)-pyrldine-3-carbonyl]-amino}-methyl)-3-fluoro- 
phenoxy]-2-metl^yf-propionic acid of Formula (5.6,110); 

(S)-2-(Benzo(1,3]djoxol-5-yloxy)-N-[4-(2-carbamoyl-propoxy)-2-fluoro-behzyl]- 
nlcotinamide of Formula (5.5.1 11); 
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(R)-2-{Benzo[1 ,3ldioxol-5-yloxy}-&-fluoro-N-{2-fluoro-4-[1 -(1 H-tetrazol-5-yl)-ethoxy]- 
benzyl}-nicotinamide of Formula (5.5.1 12); 

(±)-2-(3-Methoxy-phenoxy)-N-{4-[1 -(1 H-tetrazol-5-yl)-ethoxy]-benzyl}-nicotinamide of 
Formula (5.5.113): 

2-[6-({[2-(Benzo[1,3]dioxo!-5-yloxy)-pyridlne-3H3arbonyl]-amino>methyl)-th 
yloxy]-pfOpjonic acid of Formula (5.5.1 14); and 

(±)-2-(Benzo[1 ,3]dioxoI-5-yloxy)-yV-{2-fluoro-4-[1 -methyl-2-oxo-2-(4H-[l ,2.4Jtriazol-3'yl)' 
ethoxyl-benzyl)-nicotinamide of Formula (5.5.1 15). 

26. A method of treating a subject suffering from a disease or condition mediated by 
the PDE4 isozyme in its role of regulating the activation and degranulation of human eosinophils, 
comprising administering to said subject in need of said treatment a therapeutically effective 
amount of a compound of Formula (1 .0.0) as defined in Claim 1 . 

27. A pharmaceutical composition for use in treating a subject suffering from a 
disease, disorder or condition mediated by the PDE4 isozyme, vi/hereby it regulates the activation 
and degranulation of eosinophils, comprising a therapeutically effective amount of a compound of 
Formula (1.0.0) as defined in Claim 1 together with a pharmaceutically acceptable carrier 
therefor. 

28. A method according to Claim 26 wherein said disease, disorder, or condition 
comprises one or more members selected firom the group consisting of: 

- asthma of whatever type, etiology, or pathogenesis; or asthma that is a member 
selected from the group consisting of atopic asthma; non-atopic asthma; allergic asthma; atopic, 
bronchial, IgE-medtated asthma; bronchial asthma; essential asthma; true asthma; ^tnnslc 
asthma caused by pathophysiologic disturbances; extrinsic asthma caused by environmental 
factors; essential asthma of unl^nown or inapparent cause; non-atopic asthma; bronchitic asthma; 
emphysematous asthma; exercise-induced asthma; occupational asthma; infective asthma 
caused by bacterial, fungal, protozoal, or viral Infection; non-allergic asthma; incipient asthma; 
wheezy infant syndrome; 

- chronic or acute bronchoconstriction; chronic bronchitis; small airways obstmction; and 
emphysema; 

- obstructive or inflammatory airways diseases of whatever type, etiology, or 
pathogenesis; or an obstructive or inflammatory airways disease that is a member selected from 
ttie group consisting of asthma; pneumoconiosis; chronic eosinophilic pneumonia; chronic 
obstructive pulmonary disease (COPD): COPD that includes chronic bronchitis, pulmonary 
emphysema or dyspnea associated therewith; COPD that is characterized by in'eversible, 
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progressive airways obstruction; adult respiratory distress syndrome (ARDS). and exacerbation of 
airways hyper-reactivity consequent to other drug therapy; 

- pneunaoconiosis of whatever type, etiology, or pathogenesis; or pneumoconiosis that is 
a member seiected from the group consisting of aluminosis or bauxite worlcers' disease; 
anthracosis or miners' asthma; asbestosis or steam-fitters' asthma: chalicosis or flint disease; 
ptilosis caused by inhaling the dust from ostrich feathers: siderosis caused by the inhalation of 
iron particles; silicosis or grinders' disease; byssinosis or cotton-dust asthma; and talc 
pneumoconiosis; 

- bronchitis of whatever type, etiology, or pathogenesis; or bronchitis that is a member 
selected from the group consisting of acute bronchitis; acute laryngotracheal bronchitis; arachldic 
bronchitis; catarrhal bronchitis: croupus bronchitis; dry bronchitis; infectious asthmatic bronchitis; 
productive bronchitis; staphylococcus or streptococcal bronchitis; and vesicular bronchitis: 

- bronchiectasis of whatever type, etiology, or pathogenesis: or bronchiectasis that is a 
member selected from the group consisting of cylindric bronchiectasis; sacculated bronchiectasis; 
fusiform bronchiectasis; capillary bronchiectasis; cystic bronchiectasis; dry bronchiectasis; and 
follicular bronchiectasis; 

- seasonal allergic rhinitis; or perennial allergic rhinitis; or sinusitis of whatever type, 
etiology, or pathogenesis; or sinusitis that is a member selected from the group consisting of 
purulent or nonpurulent sinusitis; acute or chronic sinusitis; and ethmoid, frontal, maxillary, or 
sphenoid sinusitis; 

- rheumatoid arthritis of whatever type, etiology, or pathogenesis; or rheumatoid arthritis 
that is a member selected from the group consisting of acute arthritis; acute gouty arthritis; 
Chronic inflammatory arthritis; degenerative arthritis: infectious arthritis; Lyme arthritis; 
proliferative arthritis; psoriatic arthritis; and vertebral arthritis; 

- goutf and fever and pain associated with inflammation; 

- an eoslnophil-related disorder of whatever type, etiology, or pathogenesis; or an 
eosinophii-related disorder that is a member selected from the group consisting of eosinophilia; 
pulmonary infiltration eosinophilia; Loffler's syndrome: chronic eosinophilic pneumonia; tropical 
pulmonary eosinophilia; bronchopneumonic aspergillosis; aspergilloma; granulomas containing 
eosinophils; allergic granulomatous angiitis or Churg-Strauss syndrome; polyarteritis nodosa 
(PAN); and systemic necrotizing vasculitis; 

- atopic dennatitis; or allergic dermatitis; or allergic or atopic eczema; 

- urticaria of whatever type, etiology, or pathogenesis; or urticaria that is a member 
selected firom the group consisting of immune-mediated urticaria: complement-mediated urticaria; 
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urticariogenic material-induced urticaria; physical agent-Induced urticaria; stress-induced 
urticaria; idiopathic urticaria; acute urticaria; chronic urticaria; angioedema; cholinergic urticaria; 
cold urlicare in the autosomal dominant form or in the acquired form; contact urticaria: giant 
urticaria; and papular urticaria; 

- conjunctivitis of whatever type, etiology, or pathogenesis; or conjunctivitis that is a 
memk»er selected from the group consisting of actinic conjunctivitis; acute catarrhal conjunctivitis; 
acute contagious conjunctivitis; allergic conjunctivitis; atopic conjunctivitis: chronic catarrhal 
conjunctivitis; purulent conjunctivitis; and vernal conjunctivitis; 

-uveitis of whatever type, etiology, or pathogenesis; or uveitis that is a member selected 
from the group consisting of inflammation of all or part of the uvea; anterior uveitis: iritis; cyclitis; 
iridocyclitis; granulomatous uveitis; nongranulomatous uveitis; phacoantigenic uveitis; posterior 
uveitis; choroiditis; and chorioretinitis; 

- psoriasis; 

- multiple sclerosis of whatever type, etiology, or pathogenesis; or multiple sclerosis that 
is a member selected from the group consisting of primary progressive multiple sclerosis; and 
relapsing remitting multiple sclerosis; 

- autoimmune/inflannnnatory diseases of whatever type, etiology, or pathogenesis; or an 
autoimmune/Inflammatory disease that is a member selected from the group consisting of 
autoimmune hematological disorders; hemolytic anemia; aplastic anemia; pure red cell anemia; 
idiopathic thrombocytopenic purpura; systemic lupus erythematosus; polychondritis; scleroderma; 
Wegner*s granulomatosis; dermatomyositis; chronic active hepatitis; myasthenia gravis; Stevens- 
Johnson syndrome; idiopathic sprue; autoimmune inflammatory bowel diseases; ulcerative colitis; 
Crohn's disease; endocrin opthamopathy; Grave's disease; sarcoidosis; alveolitis; chronic 
hypersensitivity pneumonitis; primary biliary cirrhosis; juvenile diabetes or diabetes mellitus type I; 
anterior uveitis; granulomatous or posterior uveitis; Iceratoconjunctivitis sicca; epidemic 
Iceratoconjunctivitis; diffuse interstitial pulmonary fibrosis or interstitial lung fibrosis; idiopathic 
pulmonary fibrosis; cystic fibrosis; psoriatic arthritis; glomerulonephritis with and without nephrotic 
syndrome; acute glomerulonephritis: idiopathic nephrotic syndrome; minimal change 
nephropathy; inflamm^iory/hyperprotiferative skin diseases; psoriasis; atopic dermatitis; contact 
dermatitis: allergic contact dermatitis; benign familial pemphigus; pemphigus erythematosus; 
pemphigus foliaceus; and pemphigus vulgaris; 

- prevention of allogeneic graft rejection following organ transplantation; 

- inflammatory bowel disease (IBD) of whatever type, etiology, or pathogenesis; or 
inflammatory bowel disease that Is a member selected from the group consisting of ulcerative 
colitis (UC); collagenous colitis; colitis polyposa; transmural colitis; and Crohn's disease (CD);. 
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^ septic shock of whatever type, etiology, or pathogenesis; or septic shock that is a 
member selected from the group consisting of renal failure; acute renal failure; cachexia; malarial 
cachexia; hypophysial cachexia; uremic cachexia; cardiac cachexia; cachexia suprarenalls or 
Addison's disease; cancerous cachexia; and cachexia as a consequence of infection by the 
human immunodeficiency virus (HIV); 

- liver injury; 

- pulmonary hypertension; and hypoxia-induced pulmonary hypertension; 

- bone loss diseases; primary osteoporosis; and secondary osteoporosis; 

- central nervous system disorders of whatever type, etiology, or pathogenesis; or a 
central nervous system disorder that is a member selected from the group consisting of 
depression; Parkinson's disease; learning and memory Impairment; tardive dyskinesia; drug 
dependence; arteriosclerotic dementia; and dementias that accompany Huntington's chorea, 
Wilson's disease, paralysis agitans, and thalamic atrophies; 

- infection, especially infection by viruses wherein such viruses increase the production 
of TNF-a in their host, or wherein such viruses are sensitive to upregulation of TNF-a in their host 
so that their replication or other vital activities are adversely impacted, including a virus which is a 
member selected from the group consisting of HIV-1, HIV-2, and HIV-3; cytomegalovirus, CMV: 
influenza; adenoviruses; and Herpes viruses, including Hetpes zOAter and He/pes simplex] 

- yeast and fungus infections wherein said yeast and fungi are sensitive to upregulation 
t>y TNF-a or elicit TNF-a production in their host, when administered in conjunction with other 
drugs of choice for the treatment of systemic yeast and fungus infections, Including but not limited 
to, polymixins, Polymycin B; imidazoles, clotrimazole, econazole. miconazole, and ketoconazole; 
triazoles, fluconazole and itranazole; and amphotericins. Amphotericin B and liposomal 
Amphotericin 6; and 

- ischemia-reperfusion Injury; autoimmune diabetes; retinal autoimmunity; chronic 
lymphocytic leukemia; HIV infections; lupus erythematosus; kidney and ureter disease; urogenital 
and gastrointestinal disorders; and prostate diseases, 

29. A method of treatment according to Claim 28 wherein said disease, disorder, or 
condition is a member selected from the group consisiting of (1) inflammatory diseases and 
conditions comprising: joint inflammation, rheumatoid arthritis, rheumatoid spondylitis, 
osteoarthritis, inflammatory bowel disease, ulcerative colitis, chronic glomerulonephritis, 
dermatitis, and Crohn's disease; (2) respiratory diseases and conditions comprising: asthma, 
acute respiratory distress syndrome, chronic pulmonary inflammatory disease, bronchitis, chronic 
obstructive airway disease, and silicosis; (3) infectious diseases and conditions comprising: 
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sepsis, s ptic shock, endotoxic shock, gram negative sepsis, toxic shock syndrome, fever and 
myalgias due to bacterial, viral or fungal infection, and influenza; (4) immune diseases and 
conditions comprising: autoimmune diabetes, systemic lupus erythematosis, graft vs. host 
reaction, allograft rejections, multiple sclerosis, psoriasis, and allergic rhinitis; and (5) other 
diseases and conditions comprising: bone resorption diseases; reperfusion injury; cachexia 
secondary to infection or nnalignancy; cachexia secondary to human acquired immune deficiency 
syndrome (AIDS), human Immunodeficiency virus (HIV) infection, or AIDS related complex 
(ARC); keloid formation; scar tissue formation; type 1 diabetes mellitus; and leukemia. 

30. The combination of a compound of Formula (1.0.0) as defined in Claim 1 
together with one or more members selected from the group consisting of the following: 

(a) Leukotriene biosynthesis inhibitors, 5-Iipoxygenase (5-LO) inhibitors, and 6-lipoxygenase 
activating protein (FLAP) antagonists selected from the group consisting of zileuton; ABT- 
761; fenleuton; tepoxalin; Abbott-79175; Abbott-85761; yv-(5-substiluted)-thiophene-2- 
alkylsulfonamldes of Formula (5.2.8); 2.6-dl-te/f-butylphenol hydrazones of Formula (5-2.10); 
Zeneca ZD-2138 of Fonmula (5.2.11); SB-210661 of Formula (5.2.12); pyridinyl-substituted 2* 
cyanonaphthalene compound L-739,010; 2-cyanoquinoline compound L-746,530; Indole and 
quinoline compounds MK-591, MK-8a6. and BAY x 1005; 

(b) Receptor antagonists for leukotrienes LTB4, LTC4, LTD4, and LTE4 selected from the group 
consisting of phenothiazin-3-one compound L-651,392; amidino compound CGS-25019c; 
benzoxazolamine compound ontazolast; benzenecarboximldamide compound BIIL 284/260; 
compounds zafirlukast, ablukast, montelukast, pranlukast. verlukast (MK-679), RG-12525, 
Ro-245913, iralukast (CGP 45715A), and BAY x 7195; 

(c) PDE4 inhibitors and Inhibitors of the PDE4 isoform PDE4D; 

(d) 5-Lipoxygenase (5-LO) inhibitors; and 5-lipoxygenase activating protein (FLAP) antagonists; 

(e) Dual Inhibitors of 5-lipoxygenase (5-LO) and antagonists of platelet activating factor (PAF); 

(f) Leukotriene antagonists (LTRAs) of LTB4. LTC4. LTD4, and LTE4; 

(g) Antlhlstaminic Hi receptor antagonists cetlrizine, loratadine. desloratadine, fexofenadine, 
astemizole, azelastine. and chlorpheniramine; 

(h) Qastroprotective H2 receptor antagonists; 

(1) ai- and a2-adrenoceptor agonist vasoconstrictor sympathomimetic agents administered 
orally or topically for decongestant use, selected from the group consisting of 
propylhexedrine, phenylephrine, phenylpropanolamine, pseudoephedrine. naphazoline 
hydrochloride, oxymetazoline hydrochloride, tetrahydrozoline hydrochloride, xylometazoline 
hydrochloride, and ethylnoreplnephrlne hydrochloride; 
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(j) one or more ai- and ag-adrenoceptor agonists as recited in (i) above in combination with 
one or more inhibitors of 5-lipoxygenase (5-LO) as recited in (a) above; 

(k) Anticholinergic agents ipratropium bromide; tiotropium bromide; oxitropium bromide; 
pirenzepine: and telenzepine; 

(I) Pi- to p4-adrenoceptor agonists selected from tl^e group consisting of metaproterenol» 
isoproterenol, isoprenallne, albuterol, salbutamol. fonnoterol, salmeterol, terbutaline, 
orclprenaline, bitolterol, and pirbuterol; 

(m) Tlieophylline and aminophylline; 

(n) Sodium cromogiycate; 

(o) Muscarinic receptor (M1, M2» and M3) antagonists; 
(p) COX-1 inhibitors (NSAIDs); and nitric oxide NSAiDs; 
(q) COX-2 selective inhibitor rofecoxib; 
(r) Insulin-like growth factor type I (IQF^1 ) mimetics; 
(s) Ciclesonide; 

(t) Inhaled glucocorticoids with reduced systemic side effects selected from the group consisting 
of prednisone, prednisolone, flunisoiide, triamcinolone acetonide, bedomethasone 
dipropionate, budesonide, fluticasone propionate, and mometasone furoate; 

(u) Tryptase inhibitors; 

(v) Platelet activating factor (PAF) antagonists; 

(w) Monoclonal antibodies active against endogenous inflammatory entities; 
(X) IPL576; 

(y) Anti-tumor necrosis factor (TNFa) agents selected from the group consisting of etaneroept, 
Inflbcimab, and D2E7; 

(z) DMARDs selected from the group consisting of leflunomide; 

(aa)TCR peptides; 

(bb)lnterleukin converting enzyme (ICE) Inhibitors; 
(cc)IMPDH inhibitors; 

(dd)Adhesion molecule inhibitors including antagonists; 

(ee)Cathepsins; 

(ff) MAP kinase inhibitors; 
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{gg)Glacose-6 phosphate dehydrogenase inhibitors; 
(hh)Kinin-Bi - and B2 -receptor antagonists; 

(ii) Gold in the form of an aurothio group in combination with hydrophllic groups; 

(il) Immunosuppressive agents selected from the group consisting of cydosporine, azathioprine, 

and methotrexate; 

(kk) Anti-gout agents selected from the group consisting of colchicine; 

(II) Xanthine oxidase inhibitors selected from the group consisting of allopurlnol; 

(mm) Uricosuric agents selected from the group consisting of probenecid, sulfinpyrazone, 
and benzbromarone; 

(nn)Antineopiastlc agents that are antimitotic drugs selected from the group consisting of 
vinblastine and vincristine; 

(oo)Growth hormone secretagogues; 

{pp)lnhibitors of matrix metalioproteases (IWMPs) that are selected from the group consisting of 
the stromeiysins, the coilagenases, the gelatinases, aggrecanase» collagenase-1 (MMP-1), 
collagenase-2 (MMP-8), collagenas6-3 (MMP-13), stromeIysin-1 (IVllVIP-3), stromelysin-2 
(MIWP-10), and stromelysin-3 (IVllVlP-11); 

(qq)Transforming growth factor (TGFp); 

(rr) Platelet-derived growth factor (PDGF); 

(ss)Fibroblast growth factor selected from the group consisting of basic fibroblast growth factor 
(bFGF); 

(tt) Granulocyte macrophage colony stimulating factor (GM-CSF); 
(uu}Cap$aicin; 

(w)Tachykinin NKi and NK3 receptor antagonists selected from the group consisting of NKP- 
mC: SB^233412 (talnetant); and D-4418; 

(ww) Elastase inhibitors selected from the group consisting of UT-77 and 2D-0892; and 
(xx)Adenoslne A2a receptor agonists. 
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